Synthesis and multidrug-resistance modulating activity of a series of thienothiazines.
A series of thienothiazines was synthesized and tested for their ability to inhibit P-glycoprotein, which is responsible for multidrug resistance in tumor cells. Highest activity was found for compounds with a homoveratryl side chain, which is also present in other modulators of multidrug resistance, such as verapamil. Although for several classes of MDR-modulators lipophilicity was shown to be a major determinant for high activity, no satisfactory correlation was obtained for the set of thienothiazines (r = 0.35). However, the use of molar refractivity as descriptor yields a good correlation with biological activity. This gives renewed evidence for the importance of molar refractivity and indicates that, in addition to lipophilicity, polar interactions also play an important role in ligand/receptor interaction.